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WHAT IS CLAIMED IS: 



1. A puriYied and isolated polypeptide 
having the primary stAjctural conformation and 
5 biological properties of naturally-occurring 
metalloproteinase inhibitor . 



2. A polypeptide according to Claim 1 



wherein said polypeptide \is the product of procaryotic 
10 or eucaryotic expression \t an exogenous DNA sequence. 



15 



3. A polypeptide according to Claim 1 
further character ized- by b^\ng free of association with 
any mammalian protein, 



4. A polypeptide^ 
wherein the exogenous dVia se 



>rding to Claim 2 
mce is a cDNA 'sequence , 



5. A polyj 
20 the polypeptide is bovine 



^de according to Claim 2 wherein 
jetallVjproteinase inhibitor . 



25 



6. A polypeptide according to Claim 2 
wherein the exogenous DNA sequence\is a genomic DNA 
sequence . 

7. A polypeptide accordiVig to Claim 2 
wherein the exogenous DNA sequence ia carried on an 
autonomously replicating DNA plasmid ©r viral vector 



30 



35 



8. A polypeptide according \to Claim 1 
possessing part or all of the primary s t r u cTuYai"^-' 
conformation of human metalloproteinase \inhibi tor as set 
forth in Figure 2 or any naturally occuri^ing allelic 
variant thereof. 



7? 



• 
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9* A polypeptide according to Cla_im 1 which 
has the immunological properties of naturally-occurring 
metal loproteinase inlfVbitiOr 



10 . A polyp 
has the in vitro bio 



[id 



log\ 



occur r ing metalloproteiriase 



B according to Claim 1 which 
activity of naturally- 
inhibi tor . 



11, A polypeptide according to Claim 1 
10 further characterized by being covalently associated 
with a detectable label suDi3tance. 




20 



12. -A DNA sequence for use-in securing 
expression in a procaryotic or eucaryotic host^^e^ll of a 
polypeptide product having at least a pariy^^ the 
primary structural conformation andjorfe or more of the 
biological properties of natur^Iy-occur r ing 
metalloproteinase inhibitp^^T^y^id DNA sequence selected 
from among: 

(a) the DNA seQ)/ence set out in Figure 1 or 
Figure 2 orxtfTeir complementary strands; 

(b) DNA sequences which hybridize to the DNA 
seau^ces defined in (a) or fragments thereof; and 

(c) DNA sequences which, but for the 
degeneracy of the genetic code, would hybridize to the 
DNA sequences defined in (a) and (b). ~ 



13. A procaryotic oj.---^caryotic host cell 
transformed or t ransf eafc^d'^^wi th a DNA sequence according 
30 to Claim 12 in a niaii^r/ allowing the host cell to 
express sai^U-iJolypepii^e product 



)lypept 

of a DNA sequence of Cla: 
35 eucaryotic host. 



>roduct of the expression 
4n a procaryotic or 
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r5T---A.,£ur if ied and isolated DNA sequeade 
coding for procar yot ico^^^-eucaryot ic host expres4ion of a 
polypeptide having the primary s t ruc^trr^ai...Qonf ^ 
and biological properties of metalloproteinas^ 3rnITii&4>ti2r . 

16. A cDNA sequence according )Lo Claim 15, 



10 



17. A genomic DNA sequence Recording to 



Claim 15. 



18. A DNA sequence according to Claim 15 
wherein said DNA sequence codes/for human 
me taLloproteinase. inhibitor . 



15 



19. A DNA sequ< 



according to Claim 18 and 



including one or more co<^n^ preferred for expression in 
E. coli cells. 

20. .A DNA/sequence according to Claim 15 
20 having the sequence/ set out in Figure 2, 



25 



21. a/dna sequence according to Claim 15 and 
including one 9T more codons preferred for expression in 
yeast cells. 

x2. A DNA sequence according to Claim 15 
covalentL^ associated with a detectable label substance. 



23. A DNA^-^^uence coding for a polypeptide 
le analog of naturally-occurring 
metalloproteia^se/^^jThhi bitor , / 



30 fragment or 



24. A DNA ^^gtfence as in Claim 23 coding for 
methionyl metalloprp€einase inhibitor. 



35 



4 



# 
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25. A biologically functional pl^arrfTid or 
viral DNA vector including a DNA sequ^JKfe according to 
Claim 12. 




26. A pr 
stably transfer, 
according J&o Claim 25 . 



or eucaryotic host cell 
nsfected with a DNA vector 



27. A "polypeptide product of the expression 
10 in a procaryotic o\ eucaryotic host cell of a DNA 
sequence according Claim 15. 



15 
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28. A synthetic 
all of the amino acid se»gu< 
and having one or more oJ 
activities of naturally-ocJ 
inhibitor . 



pol//peptide having part or 
efrice as set forth in Figure 2 
Lin vitro biological 
ing metalloproteinase 

/ 



29. A synthetic ^olVpeptide having part or 
all of the secondary conformatiom of part or all of the 
amino acid sequence set forth inXFigure 2 and having a 
biological property of naturally-oiccur r ing human 
metalloproteinase inhibitor. ^ 



25 



30 



30. A process for the pr0auction of a 
polypeptide having part or all of/the primary structural 
conformation and one or more the biological 
properties of naturally occurring metalloproteinase 
inhibitor, said process /^p^rising : 

growing, unda^/ suitable nutrient conditions, 
procaryotfi-c or eucar^tj/c host cells transformed or 
transfected with 

isolating desiivld^olypeptide products of the expression 
of DNA sequem:es in said vector 



35 



31. PuriMed and isolated human 
metalloproteinase inhibitor free of association with any 
human protein in glyci)sylated or nonglycosylated form. ^ 



32. A pharmaceutical 



an effective amount of A polypeptide according to 



Claim 1 and a pharmaceuti^cal|Ly^ 
adjuvant or carrier. 



compos i t i on comp rising 



fcceptable diluent. 



33. A method for\ inhibiting tumor cell 
dissemination in a mammal comprising administering an 
effective amount of a polypep^tide according to Claim 1 



34. A method for treating rheumatoid 
arthritis in a mammal comprising administering an 
effective amount of a polypeptide according to Claim 1. 

35. A DNA sequence codino^aiTan analog of . 
human metalloproteinase inhibi tpr-'^eleated. f rom the 
group consisting of: 

a) [Met"M^^i*e^ inhibitor; and 

b) m^^fe^ilopTOteinase inhibitor wherein one or 
more cystgirties are replaced by alanine or serine. ^ 



36. A polypeptide product of the expression 
in a procaryotic or eucaryotic host cell of a DNA 
sequence according to CxLaim 35. 

37. A preparation of Imi which is greater than 
95% pure and which compr Ases llesW than 0.5 ng of pyrogen 
per 0.5 mg of metalloprotdjinaqs^/^nhibi tor . ^ 

38. An antibody \sp^cifically binding 
metalloproteinase inhibitor\ / 



39. An antibody aft in Claim 38 wherein said 
antibody is a monoclonal antibody. 




